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neurological changes are no longer evident. The dental changes were marked and she was examined by Professor G B Winter. He commented that deciduous and permanent hypodontia together with malformed or conical teeth are well described features of this syndrome. A family history of hypodontia and delayed tooth eruption in some cases has also been noted.
Possible Dapsone-induced Peripheral Neuropathy in Dermatitis Herpetiformis Anthony du Vivier MRpcP and T Fowler MRCP (for L Fry MD MRCP) (St Mary's Hospital, Praed Street, London W2) F W, man aged 57 History: Suffered from dermatitis herpetiformis relatively well controlled by dapsone 200-300 mg daily for 18 years. He lives alone and finds a gluten-free diet too difficult to manage.
One year ago he developed tingling in the fingers of both hands, and later weakness with difficulty in screwing up bottles at his work and subsequently tingling in his feet.
On examination: Respiratory, cardiovascular systems and abdomen revealed no abnormality but he showed marked wasting of all the intrinsic muscles of both hands with associated weakness and mild weakness of the wrist flexors and extensors and of the ankle and toe dorsi-and plantar flexors. Ankle jerks were absent. There was sensory impairment of pin-prick, light touch and vibration sense in a short 'glove-sock' distribution. The ulnar, lateral popliteal and greater auricular nerves appeared thickened.
Investigations: Full blood count, ESR, urea and electrolytes, liver function tests, glucose tolerance test, serum iron, iron binding capacity, serum folate, red cell folate, serum B12, Schilling test, Wassermann reaction, serum immunoelectrophoresis and urine were normal. No antinuclear factor, LE cells or autoantibodies against smooth muscle, gastric parietal cells, mitochondria and reticulin were found. Urine screening test for porphyrins, examination of the stools for occult blood and of the sputum for malignant cells on three occasions were negative. The cerebrospinal fluid was normal as was sigmoidoscopy to 13 cm. Immunofluorescence of uninvolved skin showed deposits of IgA in the dermal papilla in a continuous pattern. No IgM, IgG or C3 deposits were present.
Small intestinal biopsy: Macroscopic appearancefingers and leaves. Microscopic appearance -the intraepithelial lymphocyte count was 136 per 1000 epithelial cells.
Radiographic investigations: Chest X-ray normal. X-rays of the whole spine showed widespread osteophytic formation but the disc spaces were well preserved. Barium meal and follow through showed evidence of previous duodenal ulceration and also appearances consistent with coeliac disease but no sign of gastric neoplasia or jejunal reticulosis. Barium enema, IVP and lymphangiography of the entire lymphatic system were normal.
Electromyographic studies confirmed presence of a sensorimotor neuropathy with reduction in amplitude or absent sensory action potentials in the median and ulnar nerves bilaterally and of the left radial and sural nerve action potentials. Denervation was found in the small hand muscles without gross motor slowing in the median nerves but with a prolonged distal latency bilaterally. Motor conduction in the ulnar and lateral popliteal nerves was normal.
A fascicular sural nerve biopsy (Dr P K Thomas) showed a neuropathy with axonal degeneration, some increase in endoneurial collagen but no other abnormal features in the connective tissue or blood vessels and no amyloidosis. A muscle biopsy from the tibialis anterior showed denervation atrophy. Connective tissue and blood vessels were normal.
This patient had a peripheral neuropathy but search for the more common causes was negative and dapsone may be incriminated. A left carpal tunnel section afforded no relief although the distal median motor latency fell from 6.5 to 4.9 milliseconds over four months. Dapsone was stopped in October 1973 and sulphapyridine 3.0 g daily substituted. Four months later there has been no recovery, but this may be due to the severe muscle wasting.
Discussion
Seven cases of dapsone-induced peripheral neuropathy have been described (Saqueton et al. 1969 , Rapoport & Guss 1972 , Wyatt & Stevens 1972 , Hubler & Solomon 1972 . The neuropathy may be sensory, motor or more commonly mixed, and affects the arms, legs or both. Nerve conduction studies suggest that the pathogenesis arises from axonal degeneration. Recovery occurred in all cases within sixteen months. The conditions for which dapsone was prescribed included pyoderma gangrenosum, acne conglobata, herpes gestationis and dermatitis herpetiformis (Wyatt & Stevens 1972 , Hubler & Solomon 1972 but the peripheral neuropathy in our patient differs from those previously described in that it occurred after eighteen years of dapsone ingestion.
It was felt that the patient might have a peripheral neuropathy secondary to an underlying reticulosis of his small bowel as is known to occur in gluten sensitivity (Gough et al. 1962 ).
According to Fry et al. (1972) 95% of patients with dermatitis herpetiformis have increased intraepithelial lymphocytes of the small intestinal mucosa, and 1 of the 2 patients in their series who had low intraepithelial lymphocyte counts developed a reticulum cell sarcoma of the small intestine (Goodwin & Fry 1973) . The other patient is the one described in this report and a low lymphocyte count in gluten sensitive enteropathy could be a marker of underlying neoplasia. However, investigations have not revealed malignant disease in this patient. Dr E Wyaft: It might appear strange that a drug which has been widely used for more than twenty yeats has only lately been suggested as a cause of peripheral neuropathy A possible explanation is that a large proportion of the dapsone marketed has been used in the treatment of leprosy where peripheral neuropathy is part of the natural history of the disease and thus dapsone induced neuropathy may well have gone unrecognized.
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Dr R E Bowers: Do we have any information about his alcohol consumption ? Dr du Viier: It is not thought to be excessive.
Papillon LeFevre Syndrome Anthony du Vivier MRcp (for L Fry MD MRcP) (Paddington Green Children's Hospital, London W2) K S, girl aged 2 years 8 months History: Full-term normal delivery. Noted at birth to have a dry skin. At 7 months a widespread erythematous eruption developed, thought to be seborrhceic dermatitis. This cleared after one week but the palms and soles were then found to be hyperkeratotic. At one year the patient's father remarked that she appeared to salivate excessively, that her breath was fetid and her gums were red, shiny and spongy. Recently she has been found to sweat less than normal.
Family history: Her father is from Saudi Arabia and his wife is his first cousin. Their two other children are unaffected and there is no family history ofthis condition.
Dermatological findings: Well demarcated diffuse hyperkeratosis of the palms and soles. Hyperkeratosis of the knees. Extensive although patchy ichthyosis. Thickened toe nails but finger nails essentially normal. Several warty excrescences on hands, ankles and knees.
Dental findings (Professor G B Winter): The gingiva is exceedingly red and shiny, with excessive bleeding on palpation. 1-2 mm of gingival recession is present on the labial aspect of A A, with minimal pocketing between BAIAB. Several deciduous incisors are slightly mobile. Radiographs show 2 to be missing. 123 Immunological studies (Professor T Lehner): Lymphocyte transformation tests show a normal response to phytohemagglutinin and candida but a negative response to PPD, Veillonella alcalescens and Actinomyces viscosus; macrophage migration inhibition tests to Veillonella alcalescens show a positive response. These results are consistent with findings in cases ofjuvenile periodontitis.
